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After nearly 20 years of development, humanized monoclonal

anti-IgE antibodies have been shown in about 20 phase II and

III clinical trials to be effective and safe in treating allergic

asthma, perennial and seasonal allergic rhinitis, and allergic

reactions to peanuts. Omalizumab has been approved in the

United States, European Union, and several other countries for

treating patients 12 years and older with moderate-to-severe

allergic asthma. Although anti-IgE is often referred to as an

IgE-neutralizing antibody and can block IgE’s binding to

high-affinity IgE Fc receptors (FceRI) on mast cells and

basophils, it has multiple immunoregulatory effects. One such

effect is that as the result of depleting free IgE, FceRI on

mast cells and basophils is downregulated to less than 5%

within a few weeks to a few months of anti-IgE treatment. This

renders the mediator-packed inflammatory cells insensitive to

allergen stimulation. Hence this therapeutic anti-IgE represents

a new class of mast cell–stabilizing agents, reducing FceRI

density on mast cells and basophils and causing them to be

insensitive to allergens. This mechanism contrasts with that

of cromones, mast cell–stabilizing agents that retard Ca11

mobilization and the degranulation process, thus deflating

the intracellular activation signal triggered by IgE-FceRI

aggregation. (J Allergy Clin Immunol nnnn;nnn:nnn-nnn.)
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This article reviews existing therapeutic agents and
potential drug candidates that can be used to stabilize mast
cells for treating allergic diseases. When mast cells are
stabilized, they are not readily triggered by stimulatory
factors, such as allergens, to engage in steps leading to the
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discharge of preformed pharmacologic mediators and the
new synthesis of inflammatory lipid mediators and cyto-
kines. Cromones, especially disodium cromoglycate (also
referred as cromolyn), which have been used for treating
conjunctivitis, allergic rhinitis, and asthma for nearly 30
years, are well known as mast cell–stabilizing agents for
their ability to retard Ca11 mobilization and the degranu-
lation process.1-3 Several molecules involved in the sig-
naling pathways of mast cells have been proposed as
targets for therapeutic intervention. This review compares
the effects of cromones and anti-IgE,4-7 a newly developed
humanized antibody for treating severe allergic asthma, in
stabilizing mast cells.

THE ROLES OF MAST CELLS IN
PHYSIOLOGY AND ALLERGY

In developing mast cell–stabilizing therapeutic agents,
an immediate question is whether mast cells can be
stabilized without compromising their beneficial or pro-
tective functions.8 Although mast cells have been studied
in the past few decades mostly for their adverse roles in
causing inflammatory processes that manifest the acute
and delayed-phase allergic symptoms, many studies have
established their beneficial roles in innate and acquired
immunity against bacteria, parasites, and other infectious
organisms and in various sentinel and homeostatic func-
tions.8-11 For example, mast cells play crucial roles in tis-
sue remodeling, tissue repair, angiogenesis, and wound
healing in various physiologic or pathologic conditions.
Mast cells are found to consist of at least 2 different sub-
classes based on the differential expression of proteases:
those containing tryptase and those containing tryptase
and chymase. Studies of mouse mast cells suggest that
their phenotypic diversity is much broader than the simple
indicators of tryptase and chymase.12 These various mast

Abbreviation used
SCF: Stem cell factor
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FIG 1. Mast cells play roles in adverse and beneficial functions. Mast cells are found to consist of at least

2 subtypes, those containing tryptase (MCT) and those containing tryptase and chymase (MCTC), which are

distributed in different tissue locations and respond differently to pharmacologic agonists, including

immunologic and nonimmunologic stimuli.
cell subtypes respond differently to pharmacologic ago-
nists, including immunologic and nonimmunologic stim-
uli.13,14 Mast cells not only underline the mucosal
surface and skin but also copiously line the blood vessels
and connective tissues. Mast cells thus play important roles
in response not only to foreign innocuous substances but
also to infections, autoimmune reactivity, and other phys-
ical changes caused by internal and external influences
(Fig 1).

It is a plausible rationale that mast cells evolved over
millions of years in many animal species for the various
beneficial physiologic roles that they play. For these
various roles, mast cells are equipped to respond to factors
and signals generated in various physiologic conditions,
including immune responses to infections and responses
to carry out tissue remodeling, tissue development, and
wound healing. The mechanistic aspects in the mast cell
responses when the mast cells play adverse roles are
probably not different from those when they play bene-
ficial roles. However, as people gradually adopt a living
environment and lifestyle that drastically differ from those
of their ancestors, certain factors that interact with mast
cells, such as IgE specific for parasites and for airborne
protein substances, are present in our bodies at proportions
that are vastly different from those when our immune
system evolved.

Mast cells receive numerous stimulatory and inhibitory
factors for activation, and some of these factors interact
with one another in the signal-transducing pathways,
resulting in enhancing or counteracting effects. The re-
sponses to allergens, infections, and wounds each produce
a different set of factors that can affect mast cells. Type I
hypersensitivity reactions are mediated by IgE and factors
produced primarily from a TH2 response.15 Mast cells and
basophils express, on their surface, high-affinity IgE Fc re-
ceptors (FceRI), which are almost entirely bound by IgE.
In a sensitized individual the mast cells and basophils are
armed because a significant portion of the IgE bound by
FceRI on these cells is specific for allergens to which
the sensitized individual is allergic. Hence on ingesting
or inhaling allergens, the incoming allergenic protein mol-
ecules can cross-link IgE bound by mast cells, thereby ag-
gregating the underlying FceRI and triggering the cells to
(1) release preformed mediators from granules, (2) synthe-
size lipid mediators, and (3) activate the genes for many
cytokines and chemokines.16,17 Mediators of the first 2
classes are mainly responsible for the acute-phase reac-
tions of allergy and those of the third class for the de-
layed-phase reactions (Fig 2). At the mucosal linings,
minute amounts of allergens, which are small, soluble,
and often proteolytic proteins,18 can in some individuals
induce IgE responses.

The immune responses to most infections are mediated
by factors largely derived from the TH1 pathway, which
results in the production of IgG and various cytokines,
such as TNF-a, IFN-g, IL-2, and others.19 The response
to allergens administered through intracutaneous or in-
tramuscular injections, as performed in desensitization-
specific immunotherapy, probably induces a regulatory
T-cell or modified TH2 response.20 Allergen-specific IgG
is considered to be a main component responsible for the
attenuation effects of specific immunotherapy. Certain
subclasses of IgG can also activate mast cells (by binding
to FcgRIII) in animal models in which the gene for Ce21

or for the a chain of FceRI22 was genetically disrupted.
On the other hand, the immune complexes of IgG and
allergen can bind to FcgRIIB receptors on mast cells,
thereby inhibiting IgE and FceRI-initiated activation path-
way,23 as discussed in more detail in later sections.

FACTORS AFFECTING THE MEDIATOR-
CYTOKINE OUTPUT OF MAST CELLS

The output of mediators and cytokines from mast cells
in a local tissue or systematically depends on several types
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FIG 2. Activated mast cells release and secrete 3 groups of mediators responsible for immediate-phase and

delayed-phase reactions. VEGF, Vascular endothelial growth factor; FGF2, fibroblast growth factor 2;

LT, leukotriene; PG, prostaglandin.
of factors: (1) the pool size of the mast cells in the local
area or in the whole body, where the mast cells will
encounter the stimulators and inhibitors that are brought in
exogenously or produced in a physiologic or pathologic
response; (2) the concentrations and distribution of the
stimulators and inhibitors; and (3) the intrinsic properties
pertaining to the sensitivity and potency of those mast
cells that are to encounter the stimulators and inhibitors
(Fig 3).

Pool size and distribution of mast cells

The pool size of mast cells is related to the generation of
new mast cells and the survival of existing mast cells.
Human mast cells are believed to derive from CD341

hematopoietic progenitor cells in the bone marrow.24

The mast cell–committed precursors circulate as c-kit1,
FceRI2, and nongranular mononuclear cells,25 which re-
ceive additional factors for complete differentiation and
maturation into mature granular mast cells. Human mast
cells have life spans ranging from several weeks to several
months, depending on, among other factors, the tissue
locations or organs in which they reside: those lining the
skin have a longer life span and those near the mucosal lin-
ings of the gut and lung have a shorter life span.26,27 Mast
cells can be induced to proliferate by a host of factors that
act as primary inducers or as cofactors. The major factor
inducing the proliferation and maintaining the survival
of human mast cells is stem cell factor (SCF),28 which
acts through its receptor, c-kit (CD117),29 on mast
cells.24,25,30,31 IgE can also directly or indirectly maintain
the mast cell pool by protecting the cell from apoptosis.32-34

IL-3, IL-4, IL-5, and IL-6 fail to induce mast cell growth
but promote their survival,35,36 and IL-3, IL-4, and IL-9
act as comitogens when SCF is present.37 In addition,
IL-4 has major priming effects on mast cell signaling path-
ways, IgE receptor expression, and exocytosis.8 Thus it
is likely that the reactive hyperplasia of mast cells in the
mucosal surface that occurs as a feature of allergic inflam-
mation (a mechanism that likely increases the pool size in
active mucosal disease) reflects the actions of these cyto-
kines. On the other hand, TGF-b not only inhibits mast
cell proliferation but also inhibits SCF to protect mast cells
from apoptosis on the removal of IL-3.38

How mast cells traffic into and establish residence in
various tissues (mast cells normally do not circulate in the
blood) is poorly understood. The local distribution of mast
cells is believed to be affected by immunologic responses
or inflammatory conditions in the local area, and the
products of various cell types affect the recruitment of
mast cells into a local area. In particular, mast cells and T
cells attract each other, depending on which is activated
first, and secrete their array of cytokines and chemokines
in a local tissue.39 Many cytokines and chemokines pro-
duced by activated T cells and other cell types, such as
SCF, IL-8 (CXCL8), TGF-b, RANTES (CCL5), eotaxin

FIG 3. The various influences that affect the outputs of mediators

from mast cells. For the generation, maintenance, and survival of

mast cells, most factors exert positive effects, whereas a minority

of factors exerts negative influences.
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FIG 4. Potential target sites for mast cell–stabilizing agents. A, The FceRI-initiated stimulatory signal-transduc-

ing pathway, the FcgRIIB-initiated inhibitory signal-transducing pathway, and the mechanism by which the lat-

ter pathway inhibits the former pathway. B, The mast cell–stabilizing effects can be classified into those that

reduce sensitivity and those that reduce the potency of the mast cell. SHIP, Src homology 2 domain–contain-

ing inositol 5-phosphatase; ITIM, immunoreceptor tyrosine–based inhibitory motif; ITAM, immunoreceptor ty-

rosine–based activating motif; PLCg, phospholipase Cg; IP3, inositol-1,4,5-triphosphate; DAG, diacylglycerol;

PKC, protein kinase C.
(CCL11), and fractalkine, a membrane-bound chemokine
expressed on diverse cell types of the skin, can attract the
migration of mast cells.40,41 The recruitment of mast cells
within the walls of the airway is also affected by products
of the airway smooth muscle.42 It has been suggested that
lung mast cells reside in these tissues (because of a certain
microenvironment created by the airway smooth muscle
cells), and direct contact between mast cells and smooth
muscle cells is important. Furthermore, the pool size of
mast cells and the relative proportions of mast cell sub-
types containing tryptase and those containing tryptase
and chymase in a local area will affect their output of
mediators on the stimulation by immunologic and nonim-
munologic factors.

Stimulators and inhibitors of mast cells

A large number of substances that stimulate mast cells
to swiftly discharge preformed mediator granules and to
synthesize lipid mediators and cytokines have been iden-
tified and studied. These substances are of both immuno-
logic and nonimmunologic nature, and the immunologic
substances are either IgE related or non-IgE related. Most
stimulators bind to surface receptors on mast cells, and
others bind to intermediates along the signal-transduction
pathways, leading to the release and synthesis of
mediators.

The best-studied stimulators are allergens (Fig 4) acting
through IgE-bound FceRI and its linked signal-transduc-
ing pathway.43-46 It should be noted that IgE by itself can-
not be considered as a stimulator of mast cells. In fact,
because of the high affinity of FceRI for IgE binding,
FceRI molecules on a mast cell are almost entirely sat-
urated by IgE molecules during the resting period of
the mast cell. The binding of multivalent allergen mole-
cules to IgE on a mast cell causes the cross-linking and
aggregation IgE-FceRI. Histamine and peptidoleukotriene,
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which are products of mast cells, can also activate or po-
tentiate the activation of mast cells, suggesting a posi-
tive-feedback amplification effect of mast cell activation
(more details are given in a later section).

A range of substances can stimulate mast cells inde-
pendently of the IgE-FceRI pathway. Some allergens,
such as the dust mite Der p 1, a serine protease, and bee
venom phospholipase A2, can stimulate mast cells without
binding to IgE.47 Certain neuropeptides (eg, substance P),
defensins, and eosinophil products can also stimulate mast
cells through their specific receptors and G(i) protein–
mediated signal-transducing pathways.48

Inhibitors of mast cell activation bind to surface recep-
tors or substrates on mast cells or act on intermediates
along the signal-transduction pathways, leading to the
generation of molecules that interfere with the signal-
transducing processes initiated by the stimulators. Among
the better known inhibitory pathways of mast cell acti-
vation are those involving the receptors FcgRIIB,23

gp49B1,49 and mast cell function–associated antigen,50

all of which contain immunoreceptor tyrosine-based in-
hibitory motif elements (Fig 4). The natural ligand for
FcgRIIB is antigen-IgG complexes, and the natural ligand
for gp49B1 is the integrin molecule avb3 expressed on ve-
sicular endothelial cells. Many other substances, including
certain cytokines secreted by various cell types and a large
number of natural substances (eg, herbal extracts and com-
pounds), have been identified as possessing inhibitory
effects on mast cell activation initiated by immunologic
or nonimmunologic stimuli.

ANALYSIS OF THE STABILITY OF
MAST CELLS

As discussed above, the total output of mediators and
cytokines from mast cells in a tissue location or system-
atically is a function of the pool size of the mast cells in
the local area or in the body and the composition of
the stimulators and inhibitors the mast cells receive. In
addition, the intrinsic properties of the mast cells in terms
of their sensitivity and potency also play important parts
in the synthesis and secretion of their mediators and
cytokines.

Definition of mast cell stabilization

The term mast cell stabilization, which has been used in
thousands of articles in the context of mast cell–stabilizing
agents, appears to mean ‘‘making the mast cell inactive.’’
However, the word stabilization has the connotation that
the mast cells in an inflammatory state brought about by
an allergic response or by other stimuli are intrinsically un-
stable. Indeed, in most cases involving mediator release
from mast cells, the mast cells merely perform their func-
tions, responding to a stimulation signal brought in exter-
nally (eg, allergens) or generated internally (eg, substance
P). For example, in an asthma attack induced by contact
with a cat, the mast cells lining the bronchial wall release
an array of mediators. This is not a result of some intrinsic
and spontaneous excess activity of the mast cells but from
their exposure to inhaled cat dander proteins. Thus the
element of abnormality is likely that the patient produces
allergen-specific IgE in quantities comprising a significant
percentage of total IgE. Hence the FceRI on the mast cells
in the patient are bound by the allergen-specific IgE at an
abnormally high proportion.

In this article, for the purpose of analyzing the drug
actions of therapeutic agents that are being used or
developed for attenuating the activities of mast cells, the
term mast cell stabilization is defined as ‘‘making mast
cells insensitive or impotent.’’ Here the sensitivity attri-
bute pertains to the degree of responsiveness of the mast
cell to stimulators, more specifically, to the efficiency
that the mast cell is triggered to engage its signal-transduc-
ing cascade on interaction with the stimuli. The potency
attribute pertains to the efficiency that the mast cell re-
leases and synthesizes the mediators once the intracellular
activation messenger molecules have been generated.

Sensitivity aspect of mast cells

In a general analysis the sensitivity of a mast cell toward
a stimulator appears to be related to the density of the
receptor for the stimulator and the competence of the
signal-transduction process. For example, the sensitivity
of a mast cell toward stimulation by an allergen is related
to the IgE-FceRI density on the surface of the mast cell and
the intactness of the signal-transducing pathway initiated
by the cross-linking and aggregation of FceRI. Thus if
IgE-FceRI becomes sparse on the mast cell, it will take a
higher concentration of an allergen to induce its cross-
linking and aggregation. Alternatively, if the IgE in IgE-
FceRI is bound by an antagonist to block allergen binding,
or if the a subunit in FceRI is bound by an antagonist to
block IgE binding, the mast cell will become insensitive to
allergen stimulation.

A mast cell can also become less sensitive to a
stimulator if the signal initiated by the binding of the
stimulator to the receptor at the cell surface cannot be
effectively transduced through the pathway because of a
certain defective or inhibitory component in the pathway.
A defect can be caused by a genetic mutation, interference
by an exogenously introduced drug, an intracellular inhib-
itory intermediate, or other causes. An inhibitor of mast
cell sensitization can cause such interference in the stim-
ulatory signal-transduction pathway. For example, the
binding of IgG-allergen complexes to the FcgRIIB on the
mast cell surface can lead to the production of SH2
domain–containing inositol 5-phosphatase inside the cy-
toplasm, which interrupts the signal-transduction process
initiated by the aggregation of IgE-FceRI (Fig 4).46

Potency aspect of mast cells

The products generated by a stimulator-initiated signal-
transduction pathway inside a mast cell will lead to a
number of cellular processes, including the discharge of
packed and preformed mediators from granules through
exocytosis, the de novo synthesis of lipid mediators, and
the activation of certain genes and the synthesis of their
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encoded cytokines and chemokines. The degranulation
process requires mobilizing Ca11 ions from the Ca11 res-
ervoir in the endoplasmic reticulum and involves the
actions of several cellular components, including ion chan-
nels and cytoskeletons. It is conceivable that the exocytotic
and degranulation processes can be inhibited by agents that
interrupt one of these cellular components. It is now well
established that the synthesis of lipid mediators through
arachidonic acid metabolism and the activation of cytokine
genes (at least in the case of FceRI-coupled activation) are
coupled with Ca11 mobilization.43,51

LONG-USED CROMONES ARE MAST
CELL–STABILIZING DRUGS

Probably the best known and studied mast cell–stabi-
lizing drugs are cromones, including disodium cromogly-
cate and sodium nedocromil,1-3,52 which are used primarily
as prophylactic treatment for conjunctivitis, early and mild
allergic rhinitis, and mild asthma. Cromones have been
shown to have effects in improving many types of inflam-
matory conditions involving various types of tissues.
These inflammatory conditions are caused by both immu-
nologic (especially allergic and autoimmune) and nonim-
munologic responses. An example of a nonimmunologic
response occurs in ischemia-induced cardiac tissue dam-
age in rat models.53

Although cromones have been used for 3 decades,
their molecular pharmacologic mechanisms are still not
well understood. Nonetheless, cromones are commonly
referred to as mast cell–stabilizing drugs. In in vitro
studies in which mast cells are activated by allergens or
polyclonal antibodies specific for IgE (for cross-linking
IgE-FceRI), cromones have been shown to inhibit Ca11

mobilization, transport of chloride ions, and the exocytotic
process. As a result, the discharge of mediators is in-
hibited. Because the production of arachidonic acid is
coupled with Ca11 influx,54 cromolyn also inhibits the
synthesis of lipid mediators.55 The synthesis of lipid medi-
ators generally couples with degranulation.8 However,
some stimuli induce mast cells to increase cytokine tran-
scription without the degranulation process or lipid medi-
ator production. For example, the stimulation of mast cells
by LPS through Toll-like receptor 4 does not involve
Ca11.56 By contrast, the stimulation of mast cells by cys-
teinyl leukotrienes involves Ca11.57 Furthermore, the drug
action of cromones toward their cellular targets is not very
specific because they have been shown to inhibit the activa-
tion of not only mast cells but also neutrophils, eosinophils,
monocytes, alveolar macrophages, and lymphocytes.58,59

ANTI-IGE AS A MAST CELL-STABILIZING
AGENT

Anti-IgE is potentially a new treatment
option for many allergic diseases

Since the therapeutic approach was conceptualized
in 1987,60-62 anti-IgE humanized antibodies, including
omalizumab and TNX901, have been shown in about
20 phase II and III human clinical studies to be safe and
efficacious in treating allergic asthma,63-67 seasonal and
perennial allergic rhinitis,68-70 allergic and anaphylactic
reactions to peanuts,71,72 allergic reactions to latex pro-
ducts,73 and others. It was recently reported that omalizu-
mab pretreatment can decrease acute reactions after rush
immunotherapy.74 Omalizumab has been approved in
the United States, European Union, Australia, Canada,
Brazil, and several other countries for treating patients
with moderate-to-severe (or severe) asthma. As the aller-
gists gain more experience in using anti-IgE therapy in
the future, this new therapeutic modality might be applied
more broadly to severe or difficult-to-treat cases of various
allergic diseases in which IgE plays a major pathogenic
role.

Binding properties of anti-IgE

In discussing the pharmacologic effects of anti-IgE, it
is important to first understand the unique binding speci-
ficities of these antibodies, which were derived from a
rational drug design approach. An ordinary anti-IgE anti-
body can bind to IgE molecules already bound by FceRI
on basophils and mast cells, cross-linking the IgE and
hence causing the aggregation of the underlying FceRI. It
is conceivable that administrating an ordinary anti-IgE
antibody, even a humanized antibody, could induce severe
anaphylaxis in an injected person. However, the thera-
peutic anti-IgE, which was obtained by serial screening
processes among human IgE-specific mAbs, has a set of
binding specificities: (1) they bind to human IgE with a
very high affinity and not to any other protein in the blood
and interstitial fluid; (2) they bind to membrane-bound IgE
on B cells; (3) they do not bind to IgE already bound by
FceRI on basophils and mast cells; and (4) they do not
bind to the low-affinity IgE Fc receptors (FceRII or CD23)
on B cells, granulocytes, monocytes, platelets, and many
other cell types.60 One key explanation for the existence of
such anti-IgE antibodies is that the binding sites on IgE for
FceRI and FceRII and the antigenic site for the therapeutic
anti-IgE are overlapping or adjacent to one another on the
CH3 domain of IgE.7

Pharmacologic effects of anti-IgE

The intended pharmacologic purpose of anti-IgE, as it
was initially developed, was to reduce IgE concentrations
in the blood and tissue and to decrease IgE synthesis by
B cells. As human clinical studies were performed, new
pharmacologic mechanisms were unraveled. Anti-IgE is
often referred to as an IgE-neutralizing antibody. This
description simply attributes anti-IgE’s value as a chem-
ical blocker of IgE by its ability to prevent IgE from
binding to FceRI. However, anti-IgE has other multiple
pharmacologic and immunoregulatory effects.7 This arti-
cle discusses, among those effects, the value of anti-IgE
as a mast cell–stabilizing agent because of its ability to
downregulate FceRI and IgE-FceRI on basophils and
mast cells.75-78 Although this effect does not result from
a direct interaction between anti-IgE and a mast cell’s
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FIG 5. Multiple proved and potential pharmacologic and immunologic effects of anti-IgE. Therapeutic anti-IgE

binds to (1) IgE and (2) membrane-bound IgE1 B lymphoblasts and memory cells, which each leads to a series

of subsequent or indirect effects.
component, it is nevertheless a very important aspect of
the pharmacologic effects of anti-IgE.

FceRI downregulation renders
mast cells insensitive

Even before the effects of anti-IgE in downregulating
FceRI on basophils and mast cells were unraveled, it had
been reported that the FceRI density on basophils corre-
lates with serum IgE concentration.79 The administration
of anti-IgE, which binds to IgE with relatively high affinity
(Kd [dissociation constant] in the range of 10210 M), to a
patient will reduce free IgE to near zero concentrations in
the blood as the subcutaneously injected anti-IgE is dissi-
pated into blood and the extravascular space within a few
hours. FceRI binds to IgE also with comparably high affin-
ity (Kd in the range of 10210 M). The koff (rate constant of
dissociation) of IgE-FceRI is 1.6 3 1024 � s21,80 meaning
that IgE that is bound by FceRI will remain bound with a
half-life of 10 days.81 When an FceRI-bound IgE mole-
cule becomes unbound, it is immediately captured by
surrounding anti-IgE molecules because the molar
concentration of anti-IgE is much larger than that of
FceRI when a patient is receiving anti-IgE treatment.
Consequently, the FceRI molecules on basophils and
mast cells gradually become free of IgE. Those IgE-free
FceRI molecules are not stable and are routed back inside
the cells and degraded. Hence the total number of IgE-
FceRI molecules on the surface is gradually decreased
on anti-IgE treatment.75,82

In another aspect of IgE-FceRI dynamics, as new FceRI
molecules are synthesized and displaced on the cell
surface because of molecular turnover or cell division,
they are not saturated with IgE and are hence unstable and
are routed back for degradation. Thus as anti-IgE treat-
ment proceeds, the density of IgE-FceRI molecules grad-
ually decreases. Basophils have a life span of several
days,83,84 and hence replenishing the basophil pool by
means of continual cell division results in a loss of
FceRI density. It has been estimated that the density of
IgE-FceRI on basophils decreases to less than 50% in
3 weeks and less than 95% in 3 months.76-78 On the other
hand, human mast cells have a longer life span than baso-
phils, ranging from several weeks to several months: those
lining the skin live longer, and those lining the mucosal
surface of the gut and the respiratory tract live shorter.26,27

Nevertheless, as IgE-FceRI on mast cells undergoes
renewal, the newly synthesized FceRI molecules are not
saturated with IgE, and hence the density of IgE-FceRI
also decreases gradually.

When the density of IgE-FceRI decreases to less than
certain physiologic levels, much higher concentrations of
allergens are required to sensitize mast cells and to induce
a positive reaction in skin prick tests.78 It is also conceiv-
able that as the IgE-FceRI numbers on a mast cell decrease
to such sparse levels that preclude their cross-linking by
allergens that can only monovalently bind to IgE-FceRI,
even very high concentrations of allergens cannot sensi-
tize the cell.

MAST CELL–STABILIZING EFFECT IS A
PART OF ANTI-IGE’S OVERALL EFFECTS

Now that we appreciate that the mast cell–desensitizing
effect of anti-IgE is rather dramatic and important in its
drug action, should we then refer to or classify anti-IgE as
a new class of mast cell–stabilizing agents? To address this
question, we must weigh the relative importance and
contribution of this mast cell–stabilizing effect in anti-
IgE’s overall pharmacologic effects. First, anti-IgE has
a similar effect on downregulating the IgE-FceRI density
on basophils and desensitizing them, with even faster
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kinetics. For an allergic condition or disease, such as the
anaphylactic reaction to foods, drugs, and bee venom,
which involves basophils systematically, the basophil-
desensitizing effect of anti-IgE is probably as important
as its mast cell–stabilizing effects.71,85 Thus unlike cro-
mones, which are used mostly for mast cell–stabilizing ef-
fects locally, anti-IgE can be used to render desensitizing
effects on basophils and mast cells systematically.

In clinical trials of anti-IgE in patients with allergic
rhinitis and asthma, it was observed that the improvement
of allergic symptoms in some patients occurred within 1 to
2 weeks after administrating anti-IgE. By this time, the
IgE-FceRI on mast cells has been only marginally down-
regulated, and mast cells on the mucosal linings of the
upper and lower airway presumably have not yet been
desensitized. Thus additional mechanisms must account
for the therapeutic effects during the early period of an
anti-IgE treatment. One of us (T. W. Chang) has proposed
that the IgE–anti-IgE immune complexes, which have
accumulated to more than 10 times basal IgE levels within
1 to 2 weeks, probably play important pharmacologic roles
in the early phase of an anti-IgE treatment. The immune
complexes, although incapable of binding to FceRI, can
bind to incoming allergen molecules, in analogy to allergen-
specific IgG, thus sweeping the allergens and preventing
them from binding to IgE-FceRI on mast cells and
basophils.

Anti-IgE has several other potential pharmacologic and
immunoregulatory effects (Fig 5). It also causes the down-
regulation of FceRI on dendritic cells, notably within
2 weeks of anti-IgE treatment. In addition, unlike IgE-
allergen complexes, the tripartite anti-IgE–IgE–allergen
complexes can no longer bind to CD23 on B cells to route
the allergen through this antigen-presenting pathway. The
effect of anti-IgE to alleviate allergic symptoms in asthma,
allergic rhinitis, and other allergic diseases might also be
partly contributed by the ability of anti-IgE to modulate
the chronic inflammatory process by reducing levels of eo-
sinophils and IgE1 cells (mast cells), as well as T cells and
B cells.86 These profound effects help subdue the produc-
tion of inflammatory cytokines and alleviate the allergic
symptoms.86 Finally, anti-IgE can bind to membrane-
bound IgE-expressing B lymphoblasts and memory cells
and potentially inhibit and downregulate those B cells.
These various effects might inhibit allergens to induce
IgE-favored immune responses and hence might gradually
steer a shift in the balance between IgE and non–IgE-
related immune pathways.

POTENTIAL TARGETING SITES FOR
DEVELOPING OTHER MAST
CELL–STABILIZING AGENTS

Pharmacologic mediators of mast cells

A number of articles have reported that several hista-
mine H1-receptor antagonists (eg, olopatadine, deslorata-
dine, pyrilamine maleate, and ketotifen)87-89 and inhibitors
of peptidoleukotriene90 can stabilize mast cells and de-
crease their mediator release. It appears that histamine
and peptidoleukotriene released from mast cells can render
mast cells more active in releasing mediators, suggesting
that the pool of mast cells has a positive-feedback, self-
enhancing amplification mechanism of mediator release.
The inhibitors of tryptase and chymase can also function
as mast cell–stabilizing agents; those for tryptase seem to
act both extracellularly and intracellularly, whereas those
for chymase act only intracellularly.91,92 Thus although
the significance of the mast cell–stabilizing effects of those
inhibitors needs to be verified in vivo, the inhibitors of
many mast cell mediators can not only counteract the
actions of the mediators but also decrease their release
from mast cells.92

Signaling pathways are targets
for intervention

The signaling pathways for both stimulators and in-
hibitors of mast cell activation are potential targets for
developing mast cell–stabilizing agents.46,93 These path-
ways contain receptors at the cell surface, their respective
associated molecules, and a series of downstream signal-
ing intermediates. The signaling process initiated by in-
hibitors leads to the production of elements that interfere
with the signaling process initiated by the stimulators.
For example, the cross-linking of FcgRIIB and FceRI
leads to the production of SH2 domain–containing inositol
5-phosphatase, which inhibits the signaling process initi-
ated by the binding of allergen molecules to IgE-FceRI.
Thus if the pathway led by an inhibitor can be augmented
or if the pathway led by a stimulator can be retarded, the
mast cells will become less sensitive to stimulators. A pro-
posed therapeutic agent is a chimeric fused protein, con-
sisting of the Fc of the e chain and the Fc of the g chain,
which can bind and cross-link FcgRIIB and FceRI, induc-
ing negative signaling in mast cells and basophils.94

SUMMARY

The mast cell–stabilizing effects of current drugs for
treating allergic diseases are dissected into 2 parts: (1) the
reduction of potency or readiness to release and synthesize
mediators on intracellular activation signaling triggered
by the aggregation of FceRI and (2) the reduction of
sensitivity to extracellular allergen stimulation caused by
the loss of IgE-FceRI on the mast cell surface. The long-
used cromones represent the first class of therapeutics, and
the new-concept drug anti-IgE represents the second class.
The kinetics of FceRI reduction on the mast cell surface
suggests that such effects should be significant after a few
weeks of anti-IgE treatment. In the initial few weeks of
anti-IgE treatment, additional pharmacologic mechanisms
contribute to anti-IgE’s therapeutic effects.
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